@ tio CONFIDENTIAL Protocol No. SP00S

EudraCT: 2012-002814-38

Clinical Development

DCVAC/PCa

Clinical Trial Protocol SP005

A Randomized, Double Blind, Multicenter, Parallel-Group,
Phase I1I Study to Evaluate Efficacy and Safety of DCVAC/PCa
Versus Placebo in Men with Metastatic Castration Resistant
Prostate Cancer Eligible for 1°' Line Chemotherapy

Document type Clinical Trial Protocol for Oncology
EudraCT /IND number ~ EudraCT 2012-002814-38 / IND 015255
Version number V07.0
Development phase III
Document status Final
Date 08Mar2018

Property of SOTIO a.s.

Jankovcova 1518/2
170 00 Prague 7
Czech Republic

(Hereinafter referred to as “Sponsor or SOTIO”)

CONFIDENTIAL
This document contains proprietary information and trade secrets of SOTIO. This information may not be used,
divulged, published, copied or otherwise disclosed to any third party without the prior written consent of SOTIO.

Oncology Clinical Trial Protocol
(Version No.07.0, Final, 08Mar2018) Page 1 of 96



@t 10 CONFIDENTIAL Protocol No SP00S

EudraCT: 201200281438

8 SAFETY MONITORING

8.1 Serious adverse event reporting

Investigator or any investigational site staff must immediately (at the latest within 24 hours of
awarenegsnotify / report to pharmacovigilance department all SAEgardless of suspected
causality. All SAEs must be reported from the date of the pasigmting the informed consent
form until 30 days after the last administration of DCVAC/PCa or placebo (EOT).

Recurrent episodemndcomplications ofeportedSAE must bealsoreported within 24 hours

of the Investigator receivintiis information if seriousness criteriiave been metAn SAE
occurring at a different time interval or otherwise considered completely unrelated to a
previously reported one should be reported separately as a new BvenBAE must be
documented and medically assessed byritiestigator.

If the investigator detects an SAE in a patient after the EOT, i.e. after 30 days from the last
administration of the investigational product, and considers the event causally teltied
IMP, this event has to be reported within 24 hours of learning of its occurrence.

Serious AE information is collected and recorded on the Serious Adverse Event (SAE) Report
Form. The Investigator must complete the electronic SAE Report Form listrepd submit

the completed and signed form via eCRF (EDC system) within 24 hours. The SAE notification
will be delivered to Pharmacovigilance Department.

In case of any issues related to electronic SAE reporting whe&le@ronicSAE Report Form
camot be completeth eCRFand forwarded by the Investigator within 24 hourawhreness
apaper SAE Report Fortmas tobe completednsteadand this report has to biarwarded to
SOTIO Pharmacovigilance using the contact details below:

Fax: +420 224 175 498r localtoll free faxlines
Email: safety.viable@sotio.com
Phone: +420 725 385 443
Address: SOTIO a.s., Jankovcova 1518/2, 170 00 Prague 7, Czech Rep

New or additional information concerning SAE has to be repoated 6llow-up reportwithin

same timelines andsing the same route amted above t&OTIO Pharmacovigilancdy
completingSAE Report Form stating that this is a follay to the previously reported SAE.

The followup information should descritzditional ormew medically relevant information,
whether the event has resolved or continues, if and how it was treated and whether the patient
continued or withdrew from study participation.

If serious adverse reaction et listed in the IB, i.eunexpected andausally related to the
investigational product, the sponsor may urgently require further information from the
Investigator due to regulatory reporting obligations.
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personnelvill complete and sign the faxed copy and fax it back to SOTIO Data Management
personnel (or designated CRO) who will make the correction to the database if required. In
addition the signed original and resolved DQFs must also be sent to SOTIO Data vkamage

(or designated CRO). Copies of the resolved DQF are kept with the CRFs at the Investigator
site.

Concomitant medications entered into the database will be coded using the World Health
Organization (WHO) Drug Reference List, which employs the Anataimiterapeutic
Chemical classification systerivledical history/current medical conditions and AEs will be
coded using the Medical Dictionary for Regulatory Activities (MedDRA) terminolGgtral
laboratory samples and/or data will be processed centaalty the results will be sent
electronically to SOTIO (or a designated CRO).

Randomization codes and data about all study drug dispensed to the patient will be tracked
using an IVRS/IWRSThe system will be supplied by a vendor(s), who will also manage the
databaseThe database will be sent electronically to SOTIO personnel (or designated CRO).

At the conclusion of the study, the occurrence of any protocol violations will be determined.
After these actions have been completed and the database has bered tiebe complete and
accurate, it will be locked.
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10 STATISTICAL METHODS AND DATA ANALYSIS

The details of the statistical analyses to be performed on the collected data will be described in
a separate Statistical Analysis Pldmis statisticalconsiderations section is focused on the
primary analysis.

10.1 Analysis Populations
There are 4 analysis populatiorihe definitions and criteria provided hereinafter will be
updated and possibly detailed in the Statistical Analysis Plan during the data.revi

All Randomized Subjects (ARS)
The ARS is a set -fubjectswvho entered the study and who were randomiZéd. ARS will
be used for a summary of demographic and other baseline characteristics.

Safety Population

The Safety populatiowill comprise all subjects whreceivedfirst-line chemotherapy and/or
at least one dose of treatment with DCVAC/PCa or plaegtabwill be based on the actual
treatment received if this differs from that to which the subject was randortasghopulaton
will be used for the analysis of safety data.

Intent-to-Treat Population (ITT)
The ITT population is a subset of all randomizadjectswho had at least one baseline
assessment. ITT will be the primary efficacy population.

ITT subjectswill be analyedaccording to theirandomizedstudy medication.

According to Sectio®.10patientswill be withdrawn from treatment, or not receive treatment,
due to:
x Emergency unblinding of treatment assignment when investigator or paftient
unblinded.
x Protocol violationrequiring patient withdrawal as assessed by the Investigator or
Sponsor.
x Patient unable to tolerate the leukapheresis procedure
Failure to produce DCVAC/PCa or placebo in the Sponsors manufacturing facilities.
x Patients having a serious allergic reaction DRCVAC/PCa or placebo must be
withdrawn from the treatment phase of the study.

x

Patients with emergency unblinding and patients with protocol violations will be included in
the ITT population and analyzed accordinglgtientswho have not started DCVAC/PCa or
placebo treatment due teukapheresis or manufacturing failwvél also be ircluded in the

ITT population, howevetensoedon Day 1for the analysis of time to event endpoints,
including the primarynalysis 0fOS
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Per Protocol Population (PP)
The PP population is a subset of the ITT and includesubllectswho arecharacterizedy
following criteria:

x All subjects who have at least one post baseline assessment.

x All subjects who do not have any major protoemlations that would affect the
endpoints being assessed.

x All subjects randomized to a treatment who received at legsit doses of
DCVAC/PCa or pacebo

X Any other criterion as deemed appropriate will be listed in the Statistical Analysis
Plan.

The major protocol violations and detailed reasons for excluding subjects from per protocol set
will be fully defined and documented before breaking the blind of the specific Rial.
populationwill be analyged according to themctualstudy medicationThe PP population is

the secondary efficacy population.

10.1.1  Patient Demographics and other Baseline Characteristics

Summary statistics of demographics, history and stage of prostate cancer, medical history, and
other baseline characteristics will be presentetidatment groupA separate summary will be
provided for patients with leukapheresis or manufacturing failure.

10.1.2 Treatments
Subjectavho have received a different dose of a study medication than that planned in the study
protocol will be listed including iiormation on all doses actually received.

Concomitant medications will be coded using the current WHO Drug Dictiohheynumber
and percentage @lubjectsvho used concomitant medications will be presented by Anatomic
Therapeutic Class (ATC) levels 1da@ and by treatment group.

10.2 Primary Efficacy Analysis

10.2.1 Primary Efficacy Endpoint
Survival time, defined as the time from randomization until death due to any cause, is the
primary endpointThe primary efficacy analysis will be done with the ITT population.

10.2.2  Statistical Hypothesis, Model and Method of Analysis
The primary endpoint this study is OS

The primary hypothesis testing is to demonstrate that the treatment with DCVAC/PCa in
addtion to Standard of Care chemotherapy (docetaxel plus prednisone) is statistically
significantly different from the treatment of Standard of Care chemotherapy (docetaxel plus
prednisone) versus the null hypothesis of no difference between two treatment ar
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The primary efficacy analysis is a stratified@nk testAssuming an exponential distribution,

a total of 657eaths is required with approximately 80% power to detect a hazard ratio of 0.792
in favor of the DCVAC/PCa group (median survival off@dnths for the DCVAC/PCa group,

19 months for the control group) using-aided logrank test at a 5% overall significance level
(i.e. alpha of 0.05)A total of 1170patients will be enrolled in a 2ratio (i.e., DCVAC/PCa vs.
placebo equal to 2:1)an enrollment period of approximately 18 months, and total study
duration of approximately 40 months to observe the required-evimen timeframe of 657

total events for the final analysi$.the anticipated 657 events are not attained during the trial
timeline, the study could be prolonged by SOTIO.

Patients will be randomized in a 2:1 ratio, stratified by region (USths), prior therapy
(abiraterone or enzalutamide or neither of the) @ ECOGscore(0, 1 vs2).

The overall type | error ratgill be controlled at 0.05At the final analysisafinalpYDOXH R1 ”
0.0455 is required to beonsideredstatistically significant(East 5.4software ZLWK pl1XOOf
variance was used for total events atatistical significanceoundary determination

A KaplanMeier plot of survival by arm will be createdensored observations will be indicated
on the KaplarMeier plot. Tabular summaries of the Kaplsieier analysis giving the median,
guartiles, minimum and maximum will be displayed.

The hazard ratiand its 95% confidence interval will be estimated using the Cox proportional
hazard regression model with the same stratification factors as used in the log rank test.

The following sensitivity analyses of the primary endpoint will be also performed tsn
ITT population:

o Unstratified Log rank test and Cox model (No stratification and prognostic factors
adjustment).

o To analyze the effects of imbalance in the baseline characteristics and treatment
with chemotherapy by adjusting for various covariates in the Cox proportional
hazard regression model. In addition to treatment and skratification factors,
the following prognostic factot§3 will be included in the model simultaneously:
Baseline PSA (values will be log transfornmeeforeinclusion, if any values = 0
then all values will have 1 addeéforetransformation to allovior all values to be
LQFOXGHG DIWHU WUDQVIRUPDWLRQ EDVHOLQH /'+
ALP (values will be log transformedakforeinclusion), baseline albumin, baseline
hemoglobin, Gleason scorer28-10) at initial diagnosis (1/0), opioid use (yes
no) (1/0), disease site (will be defined in a separate document). This will be done
on the ITT population.

Log transformation of covariates may be used in the model. The adjusted hazard ratio and its
two-sided 95% confidence interval will be estimatsthg the Cox proportional hazard
regression model with the covariates.
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To assess the effect of the second line therapy on survival, thdimeandomizatioro
initiation of thefirst secondary therapy will be added as tidependent covariate to theave
primary Cox model.

A separate summary sfirvivaldata will be provided for patientgith leukapheresis or
manufacturing failureA sensitivity analysisncludingthe real survival data of patiensth
leukapheresis or manufacturing fail@® suci{and not censored on Day, Will be

performedo show robustness of the primary analySischsensitivity analysis is indeed
more conservative and could potentially show lower treatment effeatl lhe conducted

with an intention to show that the réswof the primary analysis are robust enough and their
interpretability is not jeopardized.

Additional exploratory analyses may be performed if deemed necessary.

10.2.3  Supportive Analysis

The primary endpoint OS will also lamalyzedusing the PP population tmalyzesensitivity

of the results to protocol deviations. Similar statistical methods as described for the primary
analysis of OS will be used. The PP analyses for the primary efficacy endpoint will be used to
support the primgranalysis for OS using the ITT population.

10.3 Secondary Objectives

10.3.1 Secondary Efficacy Endpoints

rPFSwill be analyged for both ITT and PP populations using similar statistical methods as
described for the primary endpoi@imilarly, time to PSA progressi, time to first sleletal
related events and time to radiographic progression on@REe alsoanalyed

Incidence of skeletal related events (SRE) will be summarized.

Definitionsof endpointgeflect recommendations BCWGZ° (seesection?.3). For Soft tissue

and Bone evaluations there will thevestigator based and IRfésults Both results to be
recorded, buthe IRF conclusion will be used fattimate evaluationas specified in the trial
specific Imaging CharteRadiographic assessments by IRF will be considered as the primary
analyses

A fixed sequential testing procedure will be used to test the 3 key secondary endpoints including
rPFS, Time to PSArogression, and time to SRE. rPFS will be tested first. Then Hochberg
method will be used to test time to PSA progression and time to SRE in parallel. The details
will be fully described in the SAP.

No special datanputation algorithms will be used to replace missing data.
For the analysis of OS, the last known date that the patient was alive will be used as the

censoring date for thossubjectsthat did not die at the time of analysi&s the period of
treatment ér any patient will be dependent on its efficacy and toxicity, the duration of follow
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up will vary betweersubjectsConsequently, there will be no imputation for missing daba.
time-to-event endpoints (e.g. time tBFS time to PSA progressicandtime to SRE, the last

date of documented disease status will be used if event (progression) had not been documented
at the time of the analysis or subjects had withdrawn the study prior to determination of
progression; such subjects will be consideredorsd in the analysis.

10.3.2 Safety

10.3.2.1 Adverse events

AEs will be coded using MedDRA and grouped by System Organ Gl&sseverity will be

graded according to NCI CTCAE 4.0%1 AE is considered treatmeatnergent when the onset

date of the event falls on after the earliest start date of chemotherapy or study treatment and
when the onset date of the event occurs until 30 days after the last dose given (first line chemo
or study treatment) or when the AE worsens (increase in severity and/or frequencgften or

the earliest start date of chemotherapy or study treatrn@aly treatmenemergent AEs
occurring from the first dose through 30 days after the last dose of study treatment will be
summarized.

AEs will be classified according to severity and relasihip to study medication.

The number and percentagesoibjectswho experienced any treatmesthergent: AE, SAE,
treatment related ABndtreatment related SAEs, will be summariz€dde denominator used

to calculate incidence percentages consissugectsin the Safety Population. Incidence of
safety complications resulting from leukapheresis will also be reported in the analysis of safety.

AEs will be grouped by System Organ Class and preferred term and sorted in descending
frequency in the overafjroup.For tables by NCI CTCAE grade, if a patient has more than one
AE the maximum grade will be summarized.

Missing values will be treated as missing, except for causality of AEs to study drugs. If causality
is missing, the AE will be regarded as tethto study drug.

10.3.2.2 Laboratory

Clinical laboratory parameters will be used for individual patient safety monitddbgratory
values will be graded according to the NCI CTCAE 4F&@. each patient the baseline value is
thevaluerecordedat screeningThe actual laboratory values and changes from baseline will be
summarzed by visit and by treatment.

Laboratory abnormalities will be identified, summarized and presented in shift tables for each
Study Cycle (baseline [Cycle 1, Day 1 flese] versus Stud@ycle toxicity grade) and by
Worst Toxicity Grade (baseline versus worst toxicity grade across all visits
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10.3.2.3 Other safety data
Physical examination findings will be captured at baseline and during the Treatment Period and
abnormalities that represenwarsening or change from baseline will be reported as AEs.

Vital signs will be summarized as measured values during the study and as change and
percentage change from baseline to final visit.

Body weight will be summarized as change and percentageahfiogn baseline to final visit.
10.4 Exploratory Endpoints

10.4.1 Quality of Life (QoL)

Patient reported outcomes will include evaluation of QoL usiaguestionnaireSACT-P and

EQ5D (EQ5D only in Europe) The QoL questionnairedFACT-P and EQ5D will be
summarized by treatment in accordance with the scoring manuals. Each score will be
summarized by visit for the ITT population. Changes from baseline will be summarized and at
specifiedtime pointsof interest by treatment groups.

Missing values elated to patient reported outcomes will be treated in aanoeWwith the
appropriate scoring manual whenever posslbieis not possible, the Last Observation Carried
Forward (LOCF) imputation technique may be used.

10.4.2 Second Line Treatment
Proportion of subjectsrequiring second linentineoplastictreatment introduction will be
summarized. Timéom randomizatiorio second line treatmeimtitiation will be described.

10.5 Pharmacokinetics
Not applicable.

10.6 Immune ResponseBiomarkers and Gene Expressions
Seesection7.10for description of these exploratory studies

10.7 Sample Size Calculation
Sample size (in terms of number of deaths) calculation assumptions:

X A median survival of 24 months for the DCVAC/PCa group, 19 months for the control
group and an exponential survival.

X Subjectswere randomized into the study with 2:1 allocation ratio (i.e., DCVAC/PCa:
placebo equal to 2:1).

X Assume arexponential survival distribution, then hazard ratio can be calculated as
HR = Mr/MT, where M and Mk are the median survival times on test anénexice,
respectively, which results in HR0.792 infavor of the DCVAC/PCa group.
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X Assuming proportional hazards
X Two-tailed level of significance of 0.05 and 80% power,

Based on the above assumptions, the sample size (in terms of number ofvdealth&e 657
events in total.

To reach 657 events required, a total of 1p&bents will be enrolled in a 2ratio (i.e.,
DCVAC/PCa vs. placebo equal to 2:1) wath expected enroliment period of approximately 18
months, and total study duration of apgmately 40 months to observe the required event
driven timeframe of 657 total events for the final analyithe anticipated 657 events are not
attained during the trial timeline, the study could be prolonged by SOTIO.

Patients will be randomized in a 2:1 ratio, stratified by region (US vs Otra}, therapy
(abiraterone or enzalutamide or neither of the)r@ECOG Score (01 vs 2).

The overall type | error rate will be controlled at 0.05.
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11 ADMINISTRATIVE PROCEDURES

11.1 Regulatory and Ethical Compliance

This clinical study was designed and shall be implemented and reported in accordance with the
protocol, the ICH Harmonized Tripartite Guidelines for Good Clinical Practice, with applicable
local regulations (icluding European Directive 2001/20/EC and US Code of Federal
Regulations Title 21), and with the ethical principles laid down in the Declaration of Helsinki.

11.2 Insurance
Financial terms will be agreed upon in a separate contract document.

For each particigeng patient the sponsor has taken out insurance covering the amount
determined by respective national lawvdl. participating subjectswill be informed about the
existence of the insurance in detail in the patient informed corBeay. have the right to
review the terms and conditions described therein.

11.3 Responsibilities of the Investigator and IRB/IEC

The protocol and the proposed ICF must be reviewed and approved by a properly constituted
Institutional Review Board/Independent Ethics Committee (IR8)IBefore study starti

signed and dated statement that the protocol and informed consent have been approved by the
IRB/IEC must be given to SOTIO before study initiatiemior to study start, the Investigator

is required to sign a protocol signature @agnfirming his agreement to conduct the study in
accordance with these documents and all of the instructions and procedures found in this
protocol and to give access to all relevant data and records to SOTIO monitors, auditors, SOTIO
Clinical Quality Assirance representatives, designated agents of SOTIO, IRBs/IECs and
regulatory authorities as required.

Where applicable by regulatory mandate all subjects participating in this clinical trial will
receive from the investigator an alert card, which has pesriously agreed by the sponsor
and approved by th&B/IEC, containing as minimum the name of the subject, the investigator
contact number and information regarding the medical treatment received.

Blood samples are being collected and stored for relsgarposes for this study. The sponsor

of the trial, the tissue establishments/procurement organization, the manufacturer and the
investigator institution should keep their parts of the traceability records for a minimum of 30
years after the expiry daté the product, or longer if required by the terms of the clinical trial
authorization or by the agreement with the sponsor. In the case of the tissue establishments, if
that period is longer than provided in the Directives referredgedtion3, the spnsor should

ensure through contractual agreements that the traceability records are kept for that longer
period.

11.4 Informed Consent
Eligible subjectamay only be included in the study after providing written (witnessed, where
required by law or regulation), IRB/IE@pproved informed consent, or, if incapable of doing
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so, after such consent has been provided by a legally acceptable representatiypatdrine

,Q FDVHV ZKHUH WKH SDWLHQWTV UHSUHVHQWDWLYH JLYHV
the study to the extent possible given his understanditige patient is capable of doing so, he

should indicate assent by personally signingdatthg the written informed consent document

or a separate assent form. Informed consent must be obtained before conducting any study
specific procedures (i.e. all of the procedures described in the protdbe!)process of

obtaining informed consent sHdibe documented in the patient source documents.

SOTIO will provide to Investigators in a separate document a proposed informed consent form
that complies with the ICH GCP guideline and regulatory requirements and is considered
appropriate for this studyAny changes to the proposed consent form suggested by the
Investigator must be agreed to by SOTIO before submission to the IRB/IEC, and a copy of the
approved version must be provided to the SOTIO monitor after IRB/IEC approval.

11.5 Leukapheresis Procedurdnformed Consent Form
For the purpose of performing leukapheresis procealineresisentermay ask patient to
sign aseparatenot study specificconsent form

11.6 Amendments to the Protocol

Any change or addition to the protocol can only be made in a wptt@ocol amendment that
must be approved by SOTIO, Health Authorities where required, and the IRBIEE.
amendments that are required for patient safety may be implemented prior to IRB/IEC approval.
Notwithstanding the need for approval of formal poai amendments, the Investigator is
expected to take any immediate action required for the safety of any patient included in this
study, even if this action represents a deviation from the protacaich cases, SOTIO should

be notified of this actionral the IRB/IEC at the study site should be informed within 10
working days.

11.7 Discontinuation of the Study
SOTIO reserves the right to discontinue this study under the conditions specified in the clinical
trial agreement.

11.8 Study Drug Supply and Resupply, Sorage and Tracking/Drug

Accountability
Study drugs must be received by a designated person at the study site, handled and stored safely
and properly, and kept in a secured location to which only the Investigator and designated
assistants have accekigponreceipt, the DCVAC/PCar placebo should be stored according
to the instructions specified on the secondary package labkscal supplies are to be
dispensed only in accordance with the protocol.

Medication package labels will comply with the legaduirements of each country.
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The Investigator must maintain an accurate record of the shipment and dispensing of study drug
in a drug accountability ledgebrug accountability will be noted by the field monitor during
site visits and at the completion the trial.

At the conclusion of the study, and, as appropriate during the course of the study, the
Investigator will return all used and unused study drug, packaging, drug labels, and a copy of
the completed drug accountability ledgerthe monitoror to the SOTIO address provided in

the Investigator folder at each site.

Oncology Clinical Trial Protocol
(Version No07.Q Final, 08Mar2018) Paged4 of 96



@t 10 CONFIDENTIAL Protocol No SP00S
EudraCT: 201200281438

12 PROTOCOL ADHERENCE

Investigators ascertain they will apply due diligence to avoid protocol deviatior®r no
circumstances should the Investigator contact SOTIO or its ageaisy, imonitoring the trial

to request approval of a protocol deviation, as no authorized deviations are petmitted.
Investigator feels a protocol deviation would improve the conduct of the study this must be
considered a protocol amendment, and s;ikuch an amendment is agreed upon by SOTIO
and approved by the IRB/IEC and concerned regulatory authorities, it cannot be implemented.
All significant protocol deviations will be recorded and reported in the Clinical Study Report.
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14 APPENDICES
14.1 FACT -P Questionnaire

Sample form and background availablehatp://www.facit.org/FACITOrg/Questionnaires

For study purposes official forms will lakistributed for completion by subjects.

EMOTIONAL WELL-BEING Not  Alittle Some- Quite Very

atall bit what abit much
GEl Ifeelsad ... 0 1 2 3 4
= I am satisfied with how I am coping with my illness ... 0 1 2 3 4
GEs I am losing hope in the fight against my illness ... 0 1 2 3 4
=) Ifeelnervous. ... 0 1 2 3 4
GES Iwonryaboutdying ... 0 1 2 3 4
= I worry that my condition will get werse. ... 0 1 2 3 4

FUNCTIONAL WELI-BEING Not  Alirtle Some- Quite Very

- at all bit what abit much
el I am able to work (include work athome) ... 0 1 2 3 4
= My work (include work at home) 1s fulfilling................ 0 1 2 3 4
oF Tamabletoemoylafe.... ... 0 1 2 3 4
= I have accepted my llness.........ocoovvveeeeececceeceeeeeeee. 0 1 2 3 4
oFs Tamsleepmngwell ... 0 1 2 3 4
3 I am enjoying the things [usvallydoforfon. ... 0 1 2 3 4
=i I am content with the quality of my life nghtnow............ 0 1 2 3 4
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ADDITIONAL CONCERNS Notat Alittle Some- Quite Very

all bit what abit much
= Tam losing weight ... 0 1 2 3 4
cs Thavea good appetite ... 0 1 2 3 4
Pl I have aches and pains that botherme ... 0 1 2 3 4
B I have certain parts of my body where I expenience pain.... 0 1 2 3 4
B My pain keeps me from doing things I want todo ............. 0 1 2 3 4
B I am satisfied with my present comfort level ... 0 1 2 3 4
B Iam able to feel like aman ... 0 1 2 3 4
B I have trouble moving my bowels. ... 0 1 2 3 4
B I have difficulty vnnating. ... 0 1 2 3 4
BL I urinate more frequently thanwsval ... 0 1 2 3 4
B My problems with urinating linmt my activities. ... 0 1 2 3 4
BLS I am able to have and maintain an erection...................... 0 1 2 3 4
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Not  Alirtle Some- Quite Very

PHYSICAL WELL-BEING atall hit what abit much
& Thave alackofenergy ... ... 0 1 2 3 4
&1 Thavenawsea ... 0 1 2 3 4
& Because of my physical condition, I have trouble

meeting the needs of my fammly ..o 0 1 2 3 4
= Thave pamm ... ... 0 1 2 3 4
e I am bothered by side effects of treatment . 0 1 2 3 4
& Dfeel all 0 1 2 3 4
G I am forced to spend time mbed ... 0 1 2 3 4

SOCIAL/FAMILY WELL-BEING Not  Alittle Some- Quite Very

atall bit what abit much

a8l Ifeelclosetomy friends ... 0 1 2 3 4
82 I get emotional support from my fanualy ... 0 1 2 3 4
= I get support frommy friends. ... 0 1 2 3 4
G5t My fanmly has accepted my illness ... 0 1 2 3 4
@53 I am satisfied with famuly commumcation about my

TESS 0 1 2 3 4
s I feel close to my partner (or the person who 15 my main

SUPPOTEY oo 0 1 2 3 4
Q Regardless of your current level of sexual activity, please

answer the following question. If you prefer not to answer it,

please mark this box |:| and go to the next section.
GET I am satisfied withmy sexlafe 0 1 2 3 4
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EMOTIONAL WELL_BEING Not Alitle Some- Quite Very
at all bit what abit much

Gl Tfeel sad .o O 1 2 3 4
= I am satisfied with how I am coping with my illness .. 0 1 2 3 4
GE3 I am losing hope in the fight against my illness..___________. 0 1 2 3 4
= Ifeelnervous............... 0 1 2 3 4
GES ITworry aboutdying ... 0 1 2 3 4
. I worry that my condition will get worse.......ccovvvceeceeeeee. 0 1 2 3 4
FUNCTIONAL WELI-BEING Not  Alittle Some- Quite Very
- at all bit what abit much
GFl I am able to work (include work athome) ... 0 1 2 3 4
= My work (include work at home) is fulfilling.............._.. 0 1 2 3 4
= Tamabletoemoy lafe..... ... 0 1 2 3 4
= T have acceptedmyillness ... 0 1 2 3 4
oFs Tamsleepingwell ... 0 1 2 3 4
oF6 I am enjoying the things [usvallydoforfon.................. 0 1 2 3 4
=i I am content with the quality of my life ightnow....._..___. 0 1 2 3 4

ADDITIONAL CONCERNS Notat Alittle Some- Quite Very

all bit what ahit much
= Tamlosmgweight ... ... 0 1 2 3 4
= IThavea goodappetite ... D 1 2 3 4
B I have aches and pains that botherme ... 0 1 2 3 4
B I have certain parts of my body where I expenence pamn.... 0 1 2 3 4
B My pain keeps me from doing things Iwanttodo ............ 0 1 2 3 4
B I am satisfied with my present comfortlevel ... 0 1 2 3 4
Ed ITamableto feellikeaman ... 0 1 2 3 4
s I have trouble moving my bowels................. 0 1 2 3 4
B I have dafficulty vmnating ... 0 1 2 3 4
BL I urinate more frequently thanwsval ... 0 1 2 3 4
B My problems with urinating linit my activities.............. 0 1 2 3 4
BLS I am able to have and maintain an erection.................... 0 1 2 3 4
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14.2 EQ-5D Questionnaire

(EO-SD-SL

Health Questionnaire

English version for the UK

L {Engiish) © 2009 EurcOod Groug EQ-20™ is a drade mark of the Eurodal Srows
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Under each heading, please tick the ONE box that best describes your health TODAY .
MOBILITY

| have no problems in walking about

| have slight problems in walking about

| have moderate problems in walking about
| have severe problems in walking about

| am unable to walk about

ocoooo

SELF-CARE

| have no problems washing or dressing myself

| have slight problems washing or dressing myself

| have moderate problems washing or dressing myself
| have severe problems washing or dressing myself

ooooo

| am unable to wash or dress myself

USUAL ACTIVITIES (e.g. work, siudy, housework, family or
leisure activities)

| have no problems doing my usual activities

| have slight problems doing my usual activities

| have moderate problems doing my usual activities

| have severe problems doing my usual activities

| am unable to do my usual activities

oooood

PAIN / DISCOMFORT

| have no pain or discomfort

| have slight pain or discomfort

| have moderate pain or discomfort

| have severe pain or discomfort

ooood

| have extreme pain or discomfort

ANXIETY | DEPRESSION

| am mot anxious or depressed

| am slightly anxious or depressed

| am moderately anxious or depressed
| am severely anxious or depressed

| am extremely anxious or depressed

oooogd

2

L (Enghsh) © 2009 EurcOod Group EQ-S0™ is a drads mark of the EursOaoi Groug
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The best health
yOu C&n imagine
« We would like to know how good or bad your health is TODAY. 100
+ This scale is numbered from 0 to 100. 95
» 100 means the best health you can imagine. 50
0 means the worst health you can imagine. a5
+ Mark an X on the scale to indicate how your health is TODAY. e
s MNow, please write the number you marked on the scale in the box —:} 75
below. +
—_— 0
+ &5
—— &
+ 55
YOUR HEALTH TODAY = —F 50
+ 45
—— 4«
+ 3
—&—
+ B
20
15
10
5
— 1]
The worst health
YOU Can imaging

3

L (ENgNsh) © 2009 EursQol Group EG-50™ is a trade mark of the Eurcooi Groug
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14.3 NCI CTCAE

Version 4.03 of the National Candestitute (NCI) Common Terminology Criteria for Adverse
Events (CTCAE), dated 14 June 201ay be viewed and/or downloaded by accessing the
following website:

http://evs.nci.nih.gov/ftpl/CTCAE/CTCAE 4.03 2006-14 QuickReference 5x7.pdf

14.4 Protocol Violations/Deviations
http://www.genome.gov/Pages/Research/Intramural/IRB/Deviation Violation exarigxf

NIH IRB Professional Administrators Committee Version 5.1
Regulatory Process Workgroup 1 11/18/2005

Protocol Deviations and Violations

Protocol Deviation- A protocd deviation is any change, divergence, or departure from the
VWXG\ GHVLJQ RU SURFHGXUHY RI D UHVHDUFK SURWRFRO
that has not been approved by the IRB. Upon discovery, the Principal Investigator is responsible
for reporting protocol deviations to the IRB using the standard reporting famgnchange,
divergence, or departure from the study design or procedures of a research protocol that affects
the subject's rights, safety, eell-beingand/or the completeness, accuracy and reliability of

the study data constitutes a protocol violation. Changes or alterations in the conduct of the trial
which do not have a major impact on the subject's rights, safety oibemel, or the
completeness, cauracy and reliability of the study data are considered minor protocol
deviations.

Protocol Violation- A protocol violation is a deviation from the IRB approved protocol that
may affect the subject's rights, safety,wll-being and/or the completenesagcuracy and
reliability of the study datdf the deviation meets any of the following criteria, it is considered
a protocol violation.

Example list is not exhaustive.

|. The deviation has harmed or posed a significant or substantive risk of harm to the

research subject.

Examples:

t $ UHVHDUFK VXEMHFW UHFHLYHG WKH ZURQJ WUHDWPHQW
t $ UHVHDUFK VXEMHFW PHW ZLWKGUDZDO FULWHULD GXUL¢
t $ UHVHDUFK VXEMHFW UHFHLYHG DQ H[FOXGHG FRQFRPLW

II. The deviation compromises the scientific integrity of the data collected for the study.
Examples:
t+ $ UHVHDUFK VXEMHFW ZDV HQUROOHG EXW GRHV QRW PHEt
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¥ )DLOXUH WR WUHDW UHVHDUFK VX Efficdlly Vélste SaHdm& YWY RWR FR
efficacy outcomes. (if it involves patient safety it meets the first category above)

¥ &KDQJLQJ WKH SURWRFRO ZLWKRXW SULRU ,5% DSSURYDC
f QDGYHUWHQW ORVV RI VDPSOHV RU GDWD

NIH IRB Professional Administrators Committee Versi.1

Regulatory Process Workgroup 2 11/18/2005

lll. The deviation is a willful or knowing breach of human subject protection regulations,

policies, or procedures on the part of the Investigator(s).

Examples:

f )DLOXUH WR REWDLQ LiQtidRdhPfts@dyrdtated ptagatiur8dJ LRU WR

f )DOVLI\LQJ UHVHDUFK RU PHGLFDO UHFRUGYV

¥ SBHUIRUPLQJ WHVWV RU SURFHGXUHV EH\RQG WKH LQGLYL
(credentialing)

IV. The deviation involves a serious or continuing noncompliace with federal, state, local

or institutional human subject protection regulations, policies, or procedures.

Examples:

 :RUNLQJ XQGHU DQ H[SLUHG SURIHVVLRQDO OLFHQVH RU |
f )DLOXUH WR IROORZ IHGHUDO DQG BedrcOé&t EO politldsJ XODWLR
f S HSHDWHG PLQRU GHYLDWLRQV

9 7KH GHYLDWLRQ LV LQFRQVLVWHQW ZLWK WKH 1,+ +XPD
research, medical, and ethical principles.

Examples:

f $ EUHDFK RI FRQILGHQWLDOLW\

$ . QDGHTXDWH RU [cthSdntpBeedure.QIRUPHG

Minor Protocol Deviation- A minor protocol deviation is any change, divergence, or departure
from the study design or procedures of a research protocol that has not been approved by the
IRB and which DOES NOT have a major impact ongtbject's rights, safety or wdikeing,

or the completeness, accuracy and reliability of the study data.

Oncology Clinical Trial Protocol
(Version No07.Q Final, 08Mar2018) Paged6 of 96



